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Dear Drs. Woodcock and Zoon: 

The American Red Cross (ARC or Red Cross) appreciates the action taken by the Food 
and Drug Administration (FDA) to delay implementation of certain provisions of the fmal 
rule concerning the Prescription Drug Marketing Act (PDMA), as modified by the 
Prescription Drug Amendments of 1992 and the FDA Modernization Act of 1997. Red 

-.Cross is submitting this letter to participate in the public comment process as provided by 
FDA. 

i..‘_ ., 
With approfiately 50% of the nation’s blood supply being produced by the American 
Red Cross,: we are the nation’s single largest producer of blood products. Thus, Red Cross 
has a dire&interest in the implementation of PDMA and its amendments. 

Red Cross is concerned that the fmal rule does not exclude plasma derivatives from the 
procedures and requirements of PDMA. This concern is based on the final rule’s language 
that, in effect, will not allow Red Cross to distribute such life-saving products as Immune 
Globulin Intravenous (IGIV) at a time when their availability has been tenuous. Further, 
the final rule may also discourage research and development on new technologies and safer 
products. 
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To address this concern, Red Cross urges FDA to modifl the regulation to exclude 
organizations that provide blood, blood components and plasma derivativei. In addition to 
the collection, processing, and distribution of blood products and components, blood banks 
are often responsible for the recovery of plasma from blood donors and/or.plasma 
derivatives. Excluding blood banks from the final rule’s definition of “health care en&” 

’ 
would allow for the continued distribution of blood products and plasma derivatives 
without disruption, and help ensure the most efficient distribution of these life-saving 
products in the future. Alternatively, we suggest that FDA .expand the exclusion for blood 
or blood components to include plasma derivatives. 

We have attached two documents to support this request: 

Attachment 1 describes our current distribution system, and explains how this fmal rule’s 
requirements will impact ARC’s products and customers. Distribution and product data are 
included where appropriate, which will help demonstrate the potential disruption in 
providing these products to the patients who need them. 

Attachment 2 contains our letter to you dated February 4,200O describing our views on the 
Congressional intent of the PDMA and recommendations for revisions to the final rule. 

We appreciate this opportunity to express our views. If you have any questions, please feel 
free to contact me at 703-807-5351 or Anita Ducca, Director, Regulatory Affairs at 703- 
312-5601. 
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cc: Joanne Binkley 
Jay Epstein, M.D. 
Steve6 F. Falter 
DiaritiMaloney 
Rob&t Yetter 
Ann Wion, Esq. 
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Attachment 1 

Comments by the American Red Cross 
On the Delay of Effective Date and Reopening of 

Administrative Record 
Final Rule Implementing the 

Prescription Drug Mantifactwing Act (PDMA) 
Docket Nos. 92N-0297 aitd 88N-0258 

f65 FR 25639 (May 3,200O)J 

I. Introduction 

The American Red Cross (ARC/Red Cross) is an independent non-profit corporation and the 
largest provider of blood products and services in the United States. Each year, the Red Cross 
collects, processes, and distributes nearly half the nation’s blood supply, including donations of 
approximately 6 million units of whole blood. Blood collection for transfusion is conducted 
throughout the nation by 36 regional Red Cross blood centers. The American Red Cross 
processes units of whole blood into specific components such as red blood cells, platelets; and 
other products that are distributed to thousands of hospitals and other health care providers in 
the United States. 

Approximately 1 ,OOO,OOO liters of plasma recover;ed from Red Cross volunteer blood donors 
are annually processed or fkactionated into plasma derivatives. These plasma derivatives are 
distributed under the American Red Cross label to hospitak, hemophilia treatment centers, and 
other providers. 

In this document, Red Cross outlines our current purchasing and distribution system, and 
explains how this final rule’s requirements will have a detrimental impact on ARC’s products 
and ultimately the patients who need them. Sales and product data are included where 
appropriate to illustrate these explanations. 

II. ARC Pk@A Derivatives Products and Distribution 
: 

Sales and di$&ibution of ARC derivative products occurs through arrangements involving 
ARC, a number of distributors, a fuln which stores and manages the inventory of products, and 
with several Group Purchasing Organizations (GPOs). 

All ARC derivative products are manufactured under contract arrangements with non-ARC 
fractionation firms. These firms also arrange for transportation from the manufacturing site 
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directly to one of the three warehouses owned and/or operated by the firm which 
manages storage and inventory on behalf of ARC under contract. This firm’s functions 
include: 

l Maintain products stored in a warehouse facility, 

l Obtain customer orders for products including product type, number of units 
requested, and delivery dates, 

l Prepare and package products for shipment, 

l Arrange shipment scheduling, and 

l Conduct customer invoicing. 

ARC does not sell the product to the storage f&n, nor does the storage firm charge 
either a commission or a mark-up fee. ARC pays the storage firm a service fee only. 
The storage firm does not advertise or market the products, nor do they maintain a sales 
staff or develop promotional materials on behalf of ARC. Although the storage firm 
will contact a shipment firm to arrange delivery, ARC negotiates the shipment contract, 
and pays-the shipment firm for the delivery service. Therefore, it is ARC and their 

. . contract shipper who are responsible for product delivery. 

Red Cross does not believe that the storage &m’s functions meet the definition of 
“distribute” found on @age 67756 in section 203.30: “Distribute means to sell, offer to 
sell, deliver, or offer to deliver a drug.. . ” 

FDA may have intended to include firms performing the inventory management 
function described above when describing distributors in section 203.3(dd): “Wholesale 
distributor means any person engaged in wholesale distribution of prescription drugs 
including . . . ..warehouses, and wholesale drug warehouses.. . ” (emphasis added) 

By this wording, it is difficult to determine whether the term “warehouse” means ARC’s 
storage firm&&d the regulation provides no further deftition of “warehouse” to aid 
clarification_‘#owever, the storage f%m’s functions are confined solely to those 
described al&e and do not include sales and delivery as required by section 203.3(h). 
Therefore, ARC believes that the storage firm could not be considered a “distributor” 
and that we must make arrangements with independent “distributors” to ensure our 
products reach the patients who depend on them. 
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III. Group Purchasing Organizations (GPO) 

FDA appears to be granting some flexibility in meeting the rule’s requirements by 
allowing hospitals and other entities to purchase from organizations that meet FDA’s 
definition of GPO. As section 203.3(o) explains, a GPO “means any entity established, 
maintained, and operated for the purchase of prescription drugs for distribution 
exclusively to its membership.. . ” Section 203.3(cc) indicates that: 

Wholesale distribution means distribution.. . to persons other 
than a consumer or patient, but does not include... The purchase 
or acquisition by a hospital or other health care entity that is a 
member of a group purchasing organization of a drug for its own 
use from the grow mrchasing orpanization.. . (emphasis 
added) 

As Red Cross interprets these sections, a GPO may purchase products from a 
manufacturer. Hospitals, in turn, may purchase products from the GPO. 

However, the GPOs Red Cross works with do not purchase products from ARC. 
Hospitals and other customers do not purchase products from GPOs. GPOs negotiate a 
product price on behalf of their members. In some cases, GPOs may help customers by 
selecting “authorized distributors” to handle product orders on behalf of their 
membership, but throughout,the purchasing proceis, the GPO does not take ownership, 
or pay for, or sell, or deliver the product. 

While well intended, these provisions will not aid Red Cross in its efforts to comply. 
Thus, distribution through GPOs is not a viable option for ensuring that patients receive 
ARC’s products in the most expeditious manner possible. 

Iv. ARC Product Description 
: . 

The Red Cro$ distributes three important products infused in the hospital outpatient 
Setting: (1) +ihemophilic factor (Monarc-Mm), (2) two forms of immune globulin 
intravenous$GIV), and (3) albumin. Red Cross also distributes PLASM SD, a virally 
inactivated solvent/detergent treated human plasma product. As will be shown in the 
product descriptions below, Red Cross distributes a substantial amount of its plasma 
derivatives directly to customers and patients. ARC products sold over the last two 
fiscal years are contained in Table 1. 
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TABLE 1 
UNITS OF ARC PRODUCTS’ 

Product 

AHF-M 
(Monarch-M) 
(international units) 
IGXV (Polygamw S/D) 
(grams) 

FY 1999 FY 2000 (to date) 
July I, 1998 - July 1, 1999 - 
June 30,1999 May 3 I,2000 
(in Millions) (in Millions) 

111.8 115.5 

2.0 2.1 

IGN (Pangiobulin ) 
(grams) 

Albumin 
(equivalent units) 

PLAS# SD 
(200 ml units) 

1.4 0.8 

1.7 2.4 

0.2 0.3 

AntihemoDhilic Factor 

Antihemophilic Factor, which ARC sells under the trade name Monarc-M TM 
(Antihemophilic Factor (Human) Monoclonal Purified; Method M), is a vital infusible 
drug for persons with hemophilia A that may be administered daily, weekly, or monthly 
for control of or prophylaxis against bleeding. During FY 1999 (July 1, 1998 - June 30, 
1999), ARC provided approximately 112 million international units of Monarc-MTM. 
To date, sales have exceeded 115 million international units for FY 2000. ,!.$. : @ ,,, _..., 
Monarc-M *present about 10% of the total market in the United States. There are 
approximately 13,320 cases of hemophilia-A2 in the United States. ARC anticipates that 
its product is administered to approximately 1,300 patients each year. The distribution of 
Monarc-MTM is as follows: 

’ Source: ARC internal product tracking report 
* Source: Souci, J. M.; Evatt, B.; Jackson, D. “Occurrence of Hemophilia in the United States.” American 
Journal of Hematology, December 1998,-59(4):288-294. Note, there are approximately 3,640 cases of 
hemophiha B, but Monarc-MTM is used to treat hemophilia A patients only. 
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TABLE 2 
Monarc-MTM 3 

June 1,1999 - May 31,200O 

Customer Description 
I 

Units 
I 

Percentage 
(in Millions) 

Members of GPOs 18.4 . 16 
Homecare Companies 12.3 11 
State programs 1.7 I 2 
Managed Care 4.9 4 
Distributors 17.8 15 
PHS Approved Facilities/Customer 35.2 30 
International 15.8 14 
Hospitals 12.7 11 
Pharmacies 2.5 2 
Blood Centers 1.0 1 

Total 124.0 100 

Clearly, the majority of this product, 85 percent, is provided directly to organizations 
that are not distributors including hospitals, homekare companies, state programs, 
managed care companies, etc. Only 15 percent of the product involves distributors. 
Since the majority of this product is provided to custome6 who are not distributors, the 
regulation will have a highly significant impact on our ability to provide Monarc-MTM to 
patients suffering from hemophilia A. Thus, maintaining a viable distribution system for 
Monarc-MTM, without disruption, is imperative for these patients. 

IGIV 

Immune globulins offer critical therapy to patients with a range of serious debilitating 
conditions s&h‘as immunodeficiency disease, B-cell chronic lymphocytic leukemia, and 
idiopathic &@nbocytopenia. There are approximately 8 10,000 immune deficient 
patients wh&may benefit from IGIV treatment in the United States.4 Red Cross 
distributes two forms of immune globulin, Polygam@ S/D and Panglobulinm. Both 
products are human-derived and Polygam@ S/D is solvent-detergent treated. Dosing of 
these prodticts can occur up to three times per week. 

’ Source: ARC internal product tracking reports. Note: the time frame presented includes June of 1999 
through May 2000 to provide a full year of data. Total units, therefore, will differ from those included in 
Table 1. 
* Source: MRB Worldwide report; IDF Survey, 1998. 
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ARC’s customers contact ARC’s storage firm to place orders for IGIV products. ARC 
honors our obligations to OUT contract customers prior to tilling orders from distributors 
who do not have contracts with us, usually with our remaining product. Data describing 
IGIV customers are included in the Table below. 

TABLE 3’ 
IGIV 

June 1,1999 - May 31,ZOOO 

Polygam@ s/D Panglobulir? 
Customer Description Grams Percent Grams Percent 

(In Millions) (In Miilions) 

Distributors 2.1 89 0.7 86 
Direct Purchase 0.2 10 0.1 14 
International0 0.01 1 -- -- 

t 
Total 2.3 1 100 0.8 100 

Over the last year, ARC provided approximately 3 million total units of IGIV products, 
representing approximately 16 percent of the U.S. market share. Apeoximately 10 
percent of the Polygam@ S/D units and 14 percent of the Panglobulin units were sold to 
customers who were not distributors, an amount of product that would support slightly 

: more than 12,800 infusion procedures. :. 

IGIV is of especially great concern to ARC and to our patients, due to the critical 
shortages in recent years. Every unit is needed. Slowing or eliminating distribution of 
even a few grams could have serious impacts on the patient population. As shown 
above, failure to provide these products would impact thousands of treatments 
dependent on ARC’s ability to provide products to patients who need them. 

Albumin 

The indications-for albumin infusion include hypovolemia (with or without shock), 
hypoalbumir&&a due to a variety of conditions such as malnutrition, burns, major 
injury, cirrh,$is with ascites, nephrosis, and thyrotoxicosis. Thus, albumin patients are 
typically those suffering from burns, shock or other forms of trauma. A description of 
albumin customers is contained in the table below. 

5 Source: ARC internal product tracking reports. Note: the time frame presented includes June of 1999 
through May 2000 to provide a full year of data. Total units, therefore, will differ from those in Table 1. 

6 ARC provided approximately 12,000 grams of Poiygam@ S/D. 
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TABLE 4’ 
ALBUMIN 

JUNE 1,1999 - MAY 31,200O 

Customer Units 
Description (in milIi0n.s) 
Distributors 2.5 

Percent 

94 
Direct Purchase 0.2 6 

I 
Total 1 2.6 I 100 

Over the past year, ARC provided approximately 2.6 million units of albumin. As 
Table 4 demonstrates, approximately 94 percent of total albumin units are provided to 
distributors. The remainder were to direct contacts corn United States customers (6 
percent) who did not access a distributor. It should be noted that some of the customers 
who purchase direct include a large federal agency and a non-ARC blood center. 

Although 6 percent of the direct purchasers appears to be a relatively small amount of 
the total units, this number is still highly relevant to our customers. For example, the 
amount of product provided directly to customers during this time &me could support 
approximately 13,000 to almost 56,000 &ion procedures. Clearly, enough 

: procedures and patients are potentially impacted F .+e a public health concern if 
distribution of this product were disrupted. 

PLAS+@SD 

PLAS +@ SD is a pooled, solvent/detergent viral inactivated human plasma product 
manufactured by V.I. Technologies and distributed by the American Red Cross. 
PLAS +* SD is manufactured from a pool of no more than 2,500 plasma donations. 
ARC supplies the volunteer donor plasma to V.I. Technologies. V.I. Technologies then 
prepares PLAS + * SD from ABO blood group specific units of frozen human plasma. 
The frozen p&ma units are ‘thawed, tested by polymerase chain reaction technology for 
parvovirus E@$DNA and if acceptable, pooled (combined) into lots containing no more 
than 2,500 d&aions. The thawed plasma is then solvent and detergent treated to 
inactivate @id enveloped viruses, sterile filtered, tested again for parvovirus B 19 DNA 
as well as hepatitis A RNA, and if acceptable, filled into blood bags at a standardized, 
200 mL volume and refrozen. After packaging, the product is shipped to ARC’s storage 
firm and placed in their warehouse. 

’ Source: ARC internal product tracking reports. Note: the time frame presented includes June of 1999 
through May 2000 to provide a full year of data. Total units, therefore, will differ from those in Table 1. 
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PLAS +@ SD is indicated for the treatment of patients with documented deficiencies of 
coagulation factors for which there are no concentrate preparations available. These 
would include single factor deficiencies of factors I (fibrinogen), V, VII, X, XI, and 
XIII. Other indications for the use of this product include multiple coagulation factor 
deficiencies as might be seen in liver failure; reversal of war&in effect; and, treatment 
of patients with thrombotic thrombocytopenic purpura (TTP), either chronic relapsing or 
acute. Typically, it is used like Fresh Frozen Plasma (FFP), i.e., it is transfused in the 
same manner, and for the same indications as FFP. FDA approved PLAS I+ @ SD for 
marketing on May 6, 1998. PLAS + * SD was licensed as a “bioIogic” but is not listed 
with a national drug code, as are most derivatives. 

The first full Fiscal Year of sales since licensure was FY 1999. Distribution increased 
from approximately 196,000 units in FY 1999 to approximately 239,000 units as of May 
3 1,2000, so that demand has increased during the second year of marketing. 

ARC believes that PLAS + @SD is excluded from the provisions of the PDMA. Section 
203.3(y) indicates that the exclusion applies to bIood and blood components “intended 
for transfusion,“ which clearly applies to PLAS +‘@ SD. Further, page 67722 of the 
preamble to the final regulation states that FFP and “plasma” are considered to be blood 
products, and therefore may be distributed directly by a blood center: 

“the agency has made a final determination that blood and blood 
components intended for transfusion should be excluded f?om 
all of the restrictions in and the requirements of PDMA.. . blood 
and blood components intended for transfusion include whole 
blood, red blood cells, plasma, fresh frozen plasma, 
cryoprecipitated AI-IF, and platelets...” 

Thus, even though PLAS 1+ @ SD is not specifically listed as being excluded from the 
rule’s provisions, ARC believes that the use of PLAS+@ SD as “plasma”, and 
specifically as an alternative to “fresh frozen plasma”, should qualify this product as a 
blood component. Therefore the blood and blood component exclusion would apply to 
PLAS#@ SD. 

However, A&$-is commenting on PLAS + @ SD , because the definitions of blood and 
blood comp&&s contained in the regulatory text, and the manner in which 
PLAS#@ SD’s license application was managed and issued by FDA, may lead the 
agency to a different conclusion. 

The Center for Drug Evaluation and Research (CDER) reviewed ARC’s original 
PLAS+ * SD license submission under a memorandum of understanding (MOU) agreed 
upon between the Center for Biologics Evaluation and Research (CBER) and CDER. 
CDER may believe that the MOU giving them oversight over the license review process 
implies that distribution of PLAS #@ SD should be managed in the same fashion as 
drugs. 
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Of greater concern is the rule’s definition of “blood component”. Section 203.3(d) 
states: 

Blood component means that part of a sinde-donor unit of 
blood separated by physical or mechanical means. 
(emphasis added) 

Since PLAS II; @ SD is formed by pooling donations of up to 2,500 donors, FDA may 
find that the definition of blood component pertaining to a single donor unit, does not 
allow the exclusion from the regulation for PLAS + @ SD. 

Currently, ARC provides PLAS + @ SD by the following mechanisms: 

l Direct requests from customers placed with the ARC storage firm, 
l Direct requests by customers placed with ARC Regional blood centers, the primary 

me&s of distribution of this product. 

As the table below demonstrates, this product is rarely provided through distributors. 

TABLE 5’ 
PLAS;+ @ SD 

July 1,1999 - April 30,200O 

Customer Units Percent 
Description (in thousands) 
Distributors 4.7 2 
Direct Purchase 158.1 1 74 
International 2.7 1 1 
Non-ARC Blood 48.3 1 23 
Centers 

Total 213.9 100 

p-5 ., 
From July 1,$999 through April 30,2000, the most recent date for which ARC has 
complete distribution data, most requests for orders of PLAS#@ SD, about 98 percent, 
are made directly with ARC, usually ARC’s Regional blood centers. One reason 
customers purchase this product from our regions is because they have established 
contracts for “blood components”. A substantial amount, about 23 percent, is purchased 

7 Source: ARC internal tracking report. Note: total tjme frame for PLAS+” SD differs Tom previous 
tables to reflect latest available data. 

. 
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by non-ARC blood centers. 
independent distributors.* 

Only about 2 percent of the product is provided to 

Thus, if FDA disagrees with our interpretation that PLASM@ SD can be excluded under 
the blood and blood component provision, most of ARC’s distribution system for 
PLAS +@ SD must be substantially restructured. 

V. OveraJl Impact 

The regulation’s requirements would considerably weaken our ability to provide ARC 
products, including the likelihood of delays or outright failure to deliver the product to 
the patients. At a minimum, ARC must revamp the distribution systems described 
above for all derivative products, with special focus on ARC’s antihemophilic factor 
product, Monarc-M TM. In other words, we must find a “middle man”. The 
consequences are serious. 

First is the potential for delay and/or the addition of several steps in the distribution 
process to attempt to avert delay in getting derivative products to the patients. To 
illustrate by a simple example, currently, a customer must only make one contact, i.e., 
directly to ARC’s storage firm to place an order. If a customer must purchase through a 
distributor, the number of contacts may increase. The purchaser contacts a distributor, 

: and, if the product is not directly available from the distributor, the distributor will 
contact ARC’s storage firm. 

Several other steps may be necessary, including: ’ 

l Amend existing contracts or establish new contracts with new distributors to expand 
the distribution capacity, 

l Locate new or expand existing storage facilities, 

l Amend or establish new transportation contracts to handle the alternative shipment 
arrangem$$k including transport from ARC’s storage facilities to a distributor’s 
facility pq.or to reaching the ultimate customer. 

..+- 

Additional efforts are needed on the part of the hospitals and other organizations who 
currently purchase directly form ARC. They will need to negotiate agreements with 
distributors. Our customer’s distributors must also have agreements with ARC. It is 
possible that in extreme cases, a customer may find that distributors maintaining 

a Approximately I percent of ARC’s PLAS+@ SD product is provided to International customers. ARC 
does not track the distribution patterns of the products provided to non-ARC blood centers or to 
International markets. 
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agreements with ARC are unable or unwilling to establish distribution arrangements 
with that customer. In those cases, the customer may need to find still another 
distributor with a working arrangement with an ARC distributor, which could result in 
two distributors involved between ARC and the ultimate customer. 

While these steps are likely to slow day-to-day product delivery, they could become life 
threatening during a product shortage. 

Complicating our ability to reestablish a distribution system, is the fact that the nature of 
the shortage may dictate the form that the distribution system should adopt, but neither 
the timing nor the characteristics of the shortage can be predicted. 

The well-known IGIV shortage in 1998 was partially due to temporary reductions in 
industry production. However, future shortages could be due to different causes such as 
increasing demand for off-label usage or plant shut downs. Although more unusual 
disruptions, such as a transportation system labor strike, are unlikely, they cannot be 
ruled out as possibilities. Each cause of a shortage may require d.ifTerent planning or 
delivery arrangements. Since we cannot predict the cause of every potential shortage, it 
is inefficient, at best, to try to amend contracts and solicit distributors in anticipation of 
every possible contingency. At worst, it is infeasible. 

Another major impact is the almost inevitable increase in product prices for the patients. 
Expenses will increase to cover the costs of such efforts as negotiating and managing 
distributor contracts, and for overseeing a less flexible purchase, storage, and 
distribution system. Expenses are also likely to increase to support the additional 
financial management and auditing procedures. Additional transportation and shipping 
expenses will occur if the distributor requires products to be shipped to their own storage 
facility prior to release to their customers. Moreover, there is the price “mark-up” added 
to ensure a profit margin for a distributor, who is unlikely to operate on a non-profit 
basis. 

At the same time expenses are likely to increase, there will be a concurrent reduction in 
options for examining product distribution systems for cost savings opportunities as the 
market and transportation systems change over time. For example, if ARC finds 
efficiencies $@d be gained by building our own warehouse and distribution system 
staffed by ARC employees, we may be prevented from doing so. ” . . ‘- 

Another serious concern is that some customers may not be able to obtain products at 
ah. It may not be worth the effort for a distributor to negotiate a contract with smaller 
facilities with lower product demand or located in out-of-the-way rural areas. 

The regulation is silent on its application to providing products to international patients. 
ARC provides products to governments and other entities in foreign countries that may 
not have the distribution systems we maintain in the United States. As a result, if a 
foreign country experiences a significant prpduct shortage, ARC could be prevented 
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from assisting in a time of need. Further, international’ trade agreements should be 
evaluated to ensure that the PDMA rule is not in violation of them. 

Finally, as PLAS # @ SD illustrates, the distinction between blood components and 
plasma derivative products is blurred, and future generations of blood component 
products may take on more of the characteristics of derivative products. If the 
disadvantage of selling a plasma derivative in a restricted market environment remains, 
research on new technologies is likely to be restricted to the detriment of future product 
safety or production efficiencies. 

In summary, ifproduct shortages occur, they are likely to be exacerbated. Price 
increases are virtually inevitable and delays in getting the product to patients are very 
likely. Equally important, the regulation will not result in any public health 
improvement. 

VI. Conclusion 

The Red Cross requests that FDA revise the regulation to exclude organizations 
providing blood, blood components and plasma derivatives from the definition of 
“health care entity”. This will allow these organizations to continue to provide life- 
saving products and ensure an adequate national supply of blood components, plasma 
derivatives and related products. The current exc&sion of blood components from the 
provisions of PDMA highlights both Congressional and FDA concern about maintaining 
an adequate blood supply. Clearly, such concern is also warranted in the plasma 
derivative arena. Alternatively, the Red Cross urges FDA to expand the exclusion for 
blood and blood components to include plasma derivatives. 

The American Red Cross appreciates this opportunity to express our concerns. If there 
are any questions, please contact Anita Ducca, Director, Regulatory Relations at 703- 
312-5601 (phone) by 703-3 12-5816 (fax>, or by e-mail at DuccaA@USA.RedCross.org. 
Tllank you. 
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February4, 2000 

Janet W-MD. 
Director 
CexterforDrugEvaluatic.mandResear& 
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1451 Rockville Pike 
RoeMe, MD 20852 

Center for Biologics Evaluation and &search 
Food and Drug Actminisbration @FM-l) 
Suite 2OONti 
i401 RockGlle Pike 
Rockville, MD 20852-2448 

Re: Prescriplion Drug, Markehg Ad of 1987; Prescription Drug Amendments of 
l.992; P&&s, Requirement and Administrative Procedures - FinaI RI& (Da&et 

’ Nos. 92N-0297 and 88N-8258,64 Fed. Reg. 67720 (Dee 3, !999)) 
._ 

DearDrs. Woodcockandzoon: 

TheAmericanRed~rosshasreviewedthe~~eontheproc~andrequirements 
implementing the Prescription Drug Madcethg Act (PDMA), as modified by the 
Presbpdou Drug Amendments of 1992 and the FDA M-on Act of 1997. As the 
nation’s single largest producer of blood-related prod&s Fd a leading provider of bloocE 
relatedservices,theAmericanRedCrosshasadirectinterestin~eimpiemenrC;rtionof 
PDMAandits amendme@. 

After a care&&~&~ of the final rule’s requirements, the Americau Red C&w wishes to 
share its cor&@ns in the spirit of providing ceve f&&a& toward meeting the 
Agency’s goal of ensuring the safest and most eff&ztive bloodprod&s, plasma. 
derivatives, aud related produts and services. 

The American Red Cross is concerned that the final ruIe does not exclude plasma 
ckrivabves &om the prqcedures and xxquimnents of PDMA We believe this runs counter 
to the intent of Congress w&n it passed PDMA and FDA’s own actions to exclude biood 
and blood components fjlom PDMA’s conditions. More importantly, fai’ling to exclude 
plasma derivatives may hinder current and fGture eff&ts to improve disttiiution of such 
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life-saving prchcts as Immune Globulin Intravenous (IGN) and alpha-1 anti-tripsin at a 
time when the availability of these produ&i has been tenuous at best. 

We be&v& there is a very efficient way to address this concera Specifically, we ask that 
thereghtionbemodified to exchde bioodbank+ Inadditiogtothe cotiection, 
procea and distri%u.tion of blood products and components, blood baxiks are o&n 
responsible for the recovery of plasma fhxn biood donors and/or the distriia of plasma 
derivatives. Exchding them fhm the definition of “health care entiw would keep in 
pIace the protections found within PDMA to amelio+pnoblems that the Act was 
intendedtofix,i.e.,toprotectthepubiicaPainstthe~ofsubpotent,artulteFated, 
counterfeit, and misbranded drugs posed by the existence of drug diversion schemes and 
drug diversion sub-markets. At the same time, excl~ blood banh km the Final 
Rule’s definition of “health care entity” would allow far the continued distriion ofblood 
pmductsandplasmaderivativesinitscurrentmannersoastoensure the most ed3kknt 
distribution of these life-qvipg produc&. Alternatively, we suggest that FDA expand the 
exclusion for blood or blood components to include plasma derivatives. 

Our assessment outlines the following areas: 

l the role of the Amticau Red Cross in the cokction and distri%utim of blood 
components and phsma derivatives, 

l the current exclusion of blood and blood components from the provisions of PDMA 
,. l C&onal intent and statutory language arguing fat the exclusion of blood bauks 

f?om the definition of “health care entity”, and 
l supply conceks and reasons far excludittg pla&a derivatives and related products 

from the provisions of PDMA. 

The American Red Cross would like to meet with FDA to di+ss the issues presented in 
this letter, and possible avenues to change the fhl xule to the mutual benefit of FDA, the 
blood banking community, and the patients we serve. 

We appmciate this opporhmity to express our vim. Ifyou have any questi- piease feel 
the to contact me at 703-807-5351 or Anita Ducca, Dire&r, Regulatory Affairs at 703- 
312-5601. ..,. . $ .::. 

.,. ” .,“.+.‘ . .y.. ;,~<.p:. -2, $i’; 
,./ : -: 

Biomedical Services 
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NaiismalEeadqnartgs 

American RedCross Pex7qedive 
OQ the Policies, Requirements, and Adanhhtmdve Procedarm 

of tie Prescription Drug Marketing Act - FinaUMe 
(64 FR 67720, December 3,1999) 

Docket Nos. m-0297 and SSN-dMS 

The American Red Cross (ARC/Red Cross) is an independent non-profit corparation. 
ARC is the largest suppk of blood pmducts and one of the largest provi&s of blood 
sqrvicesintheUnitedStates. Eachyear,theRedCrossco~~processes,aud~b~ 
approximately six million units of whole blood, represerkng half the naticm’s~biood supply. 
Bfood colkction fm tnmsfimion is condlEcted tbrougbout the nation by 36 regional Red 
Cross blood centers, utiliz@ several hux&ed@stered auxiky czokztion sites. ‘The 
Axwxican Red Cross &en processes these units of whole blood i&o specific components 
such as red blood cells, platelets, and other prod&s that are distributed to thoustuds of 
hospitalsandotberhealtbcareproviders. 

ThebI~donatedbyRedC~ssvoi~isalsp~v~and~essedor~~ : 
into plasma derivatives. A&r colkction andrecNery, these plasm&s are tnmpomi 
to sevfzral vendors with whom we have established contracts to nmxmk%m 
antihemophilic f&or, intravenous immune globulin, albun.& and solvent~treated 
~~~~theFoodand~Administratian~~~~)~~afthose 
compauies. These plasma products are distriid under the American Red Cross label to 
hospitals, hemophilia treatment centers, and oth~provid~~. InaIl, Red Cross cokcts 
approximately 1.2 million liters of Iecovmed plasm& accounting for about 10 percent of 
the nation’s supply of plasma derivatkes. 

The~~~RedCrossalsopmvidescer&inblood-relabedsavicestomaayhospitals 
throughout th@Jnited states. 

.&I: : _- $5 e ;. >:y 

.‘$ -;a;.* 

IL ‘< EXCLUSION OF BLOOD AND BLOOD COMPONENTS 

The~rulestates~mlAhas~a~determinatiann~bloodandblood 
components intended for tramWon should be m9uded fkxn all of the restrictions in and 
the requirements of PDMA.” These pmducts include whole blood, red blood cells, plasma, 
f&h f&en plasma, ckyoprecipitated AHF, and platelets. The Red Cross concurs with 



. 
Drstributars (55 FR 38027). FDA also outlined its reasoning for &is exciusion in the 
March 1994 proposed rule’on Pmuiption Drugq Policies, Requkem~~ and 
AdministrativeProc&um (59 FR 11842) - hereafkrefkred to as the “pmposed de”. In 
~rule,~AnotedtfLatbloodandb~oodcomposlenQsZrouldbeexcfudedfiomehe 
requirements of PDMA because 

“if PDMA were considered applicable to the distribution of blood and blood 
componm, the result wouldbe to impede the exkting blood distribution 
systexn, thereby ixzte&eri.ng with our nation’s blood supply. Because 
application of PDMA to blood and blood cmqxmentswoddproducethis 
untenable nmilt, FDA beiieves that Congress could not have &ended to 
suhjtxt blood and blood compon& to PDMA’s provisions.” 

We believe this reasohg is valid and qqmpkte. However, we point out that such 
,= reaming also applies to plasma derimtives dktr@&d by bloodbanks as evidenced by 

recent events surrounding dmtages of some pias& derivatives, in&ding some immune 
globulins and alpha-l imtitrypsk~ 

IIL BLOODBANKSANDTHED EFINITION OF HESUTEI CARE ENTTIY 

The final rulk cnfetines ahealth care entity as “any person thatpkided diagnostic, medical, 
surgical,ardencal~~~~cbronicarrehabilitativecare,~~notincludeany 
retail pharmacy or any wholesale distributor. A person cannot sim~taueo~y be a health 
care entity and a retail pharmacy or wholesale distriiutor” (section 203.3(q)). However 
section 503(cc)(3) of the PDMA provides in part that: 
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7?orpurposesofthispaiagq~theterm”entity”doesnotincMea 
whoksaiedistriiofdrugsorareCailph;lamacylieensed~s&te 
law.” 

Red Cross in- tbis StaMory language as dear cxmfhahon that PDMA explicitiy 
allows fbr an exception to the Act’s sales restrictions for wboksaie drug distributors and 
retaiiphamacieswhoareiicensedunderstateiaw. Asaresul~webeiievethatthe 
~~tionof”healthcareentity”inthe~rule~countertolbie~inthePDMA 
since the definition inthe final rule effectiveiyprecIudes health care entities fkom 
obtainingstateiicensure todistributedrugs. ThuqtbedefhitionintheijbzalruIeis 
contrary to the intent of Cungress by contradicting the clear and unambiguous language of’ 
Section 503(c)(3) of the PDMA. 

FDAnotesinitsfinatruIetbatthisiineof reasoningHlIlS-fOthe~~S 
in-on of the above &use because allowing health care en&k to obtain State 
whohale distriir licensescouid assist entities in cirulmveritingthetypesofabusesthat 
Congress soughttoprevent tbrou&PDMA*sprovisions Nevertbeiess, we suggest&at 
fanguaseinthe~~e~~tothe~ti~ofaheaEthcareentitynms,co~tothe 

.^ Agency’s own interpretation of section 503(c)(3) y&n it noted in the preamble to the 
pmposedruie: 

.“FDA inlsqrets the first clause of the i&t sentence of section 503(c)(3) of 
theacttomeanthatthegeneraiprohibition~cln;rgsaiesbyhospitats, 
health care entities, and &a&able institutions was not intended to 
interferfz with the operations of legitimate Iicenaed prescription drug 
whohsders and retail phanmwks.” (emphasis added) 

Giventhattherehasnevgbetmaflyindicationofanydistr~~abusesofthe~ 
hanned under PDMA with respect to any lid bIood pmducts or’piasma derivatives, it 

s own irdqredon of the &use prohii anyone &om 
caree&yaud~butorwouidnotiqrpfytobIoodbanks 

. N&therpriortO,orduring,tkexte&ve 
czmgnaiod investigations relating to PDMA were there any documented abuses that 
wouid suggest that Congress intended that blood centers be protiited fkom simultan~~y 
actkg as health care entities and wholesale distrim. From the eariiest implementation 
of PDMA, Representative John Ding& then C&&man of the Subcommittee most directly 
responsi%ie for the enactment of PDMA, sent a clear message that blood products shouid 
be exempted tirn the requirements and restrictions of PDMA. In a letter on September 
29,1988 to public docket No. 88N-0258 Mr. Dingeil stated, in part: 
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~tisimportanttonotethat~AatsO~~plasmaintbissection~21cFR606.3(6). 
Thus, reasons to exciude blood pmducts and piasma derivatives ti the prohiitions 
outlined in PDMA can be found through Coqressicmal intent, FDA’s own we 

InalettertotheFDAdatedMay27,1994,C~ Dingeiikthernotedthatmauy 
fuii-service bloodbanks of&n serve y eiutors ofbioodprodu& aud presumably 
complywithFDAreguiationsbyregrstermgwitfitheirrespective stdesaswholesalers. 
He pointed out that FDA’s proposd prohibition on a person sim uhammuiybeingahealth 

:‘ care entity and aretaii pharmacy or wholesale dis@iirmggestedtbat suchfuil-service 
b]~banksthathaveregiateredwLth~respectvestatesasawholesalerwouldbe 
prohiited&omeithe~providingbioodcompanen ts or plasma derivatives as part of their 
services (emphasis added). He noted that the Subcomkttee u4er&od that the FDA 
intended to address this issue in order to avoid dkupt$ug the suppi~ of bioiogicq sold as 
lstacriptionw to individuals such as hemophiiiacs andindividuals with compmmkd 
autoimnnme~ 

Akmativeiy, ifFDA detmnks that blood bauks should not be exchxied fkrn the 
de&&ion of “heaith care entity”, the Agency should extend the exciusion fkom PDMA’s 
sales rest+tions for blood and blood components to in&de plasma deriv&ves and other 
related products. FDA has indkated in the final ruie its view that the nation’s supply of 
plasma derkatives would not be seriously impeded ifbiood banks were prohibited fkom 
distributing such products. However, as has been recently’evidenced wi’th severai piasma 

d 
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derivatives, the snppiy of such products can oRen be tenuous. Recent reports by the U.S. 
Generai Accounting Office, sew& Congressionat Etearings, anddiscussionsatHHS and 
FDAadvisoryW rnrdiee meetings have all highlighted intermitten supply problems 
afkting suchprodud as Intravenous Immune Giobuiin and aipha-1 anti-trypsk 

Disrupting the distriktion chain by prohibiting blood banks from distri&fingplasma 
derivatives would only c3mcdxteanaireaclyprecariwssitoation. Asnotedpreviously, 
thisistheveryreason given by FDA to exckde blood and blood w ~NII PDMA in 
order to avoid a situation&at would: 

“seriousiy impede the present blood distribution system and thereby 
suhstantiaify intedm with, and reduce, the nation’s blood supply. Based 
largely on this untenable resuit, the Agency stated its beiiefthat Gmgress 
did not intend to subject blood and.blood components to PDMA’s 
mm” 

Furthermore, the iegi&tive history shows no intent to cover blood or blood components 
T intwded far transfusion WT plasma derivatives. Iq@ad, Congress enacted PDMA to 

~ethesaiesofprescrriptiondrugsdistn’buted”iiitraditionalpharmaceutical~~g 
network. Like blood and blood components’ piasma derivatives amiargely distributed 
outside this lixtmework In passing PDMA, C!on&ess aiso sought to prevent the sale of 
out-dated and other unsqfe and ineff&tiy~ &ugs through the “diversion” mat&et. Due to 
the comprehensive system of FDA and HCFA regulations in place fat bkod banks, this is 
not a concqn for blood and blood components intended for transkiox~ Simiiarly, this 
regulatory system suves to protect the safety of plasma derivatives distriitbrough 
bloodbanks. 

IV. CONU/SrON . - ti ; ‘- .,;,; .:, 
The Red Crt$r~ that blood banks be excluded j6nnn the def%tion of “heaith cafe 
entity”. s wili allow blood banks to continue to provide life-saving produ&.and ensure 
an adquate national supply of blood components, plasma derivatives and related produck 
The current exclusion of blood components fkom the provisions of PDMA highlight both 
Congressional and FDA concern about maintaining an adequate blood supply. Ciearly, 
suchconcernis also warrauted in the plasma derivative arena. Aitematively, the Red 
Cross urges FDA to exclude plasma derivatives f&n section 203.22(g). 

The American Red Cross appreciates this opportunity to express ow views on this 
rC@NiOIL 


